Supplementary Methods

Preparation of library and exome sequencing
Genomic DNA was extracted from 19 match tumor-blood pairs, using the Qiagen Autopure. Whole exome sequencing library was prepared according to the SOLiD ® Fragment Library preparation protocol (Life Technologies, PN 4460960 Rev.A) with some modifications. The protocol was adapted so that all reagent volumes were half of the published protocol. Briefly, 1.5 g of each DNA sample was sonicated into small fragments using the Covaris ® S220
System. After an end polish step, Agencourt AMPure ® XP magnetic beads were used to specifically retain DNA fragments between 100 and 250 bp, targeting a mean size of 160 bp. A dA-tail was added to size-selected DNAs.
Barcodes and adaptors were ligated before 2 rounds of purification using Agencourt AMPure ® XP magnetic beads.
Purified ligated products were amplified with six cycles of PCR and subsequently purified using the Agencourt 
Estimating smoking strand bias
Strand bias was calculated based on annotating each C>A mutation to strand transcript orientation using
Oncotator v.1.5
5
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